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1. AME HA JJEKAPCTBEHUS ITPOAYKT | 000800HIN Mo srrsovcsermvni: i S

. 3onenponopa xucemHa Cannos 4 mg/5 ml KOHIEHTpAT 3a HHGY3HOHEH pasTBOP

Zoledronic acid Sandoz 4 mg/5 ml concentrate for solution for infusion

2. KAYECTBEH H KOJTHYECTBEH CbCTAB

Exui ¢nakon oT 5 ml KoHIEHTPAT 3a HH(Y3HOHEH pasTBOp ChABPXa 4 mg 30J1CAPOHOBA KHCEIHHA, KOCTO
chOTBETCTRA Ha 4,264 mg 30NeAPOHOBA KHCETHHA MOHOXHPAT. |
1 ml koHUEeHTpaT 3a #H(Y3HOHEH pa3rsop ChABPXKa 0,8 mg 30JCAPOHOBA KHCE/IHHA,

[TOMOLIHH BELIeCTBA ¢ H3BECTHO AeHicTBHE: JIeKapCTBEHHAT NPOAYKT ChABPKa 0,245 mmol (dn 5,63 mg)
HATPHH B €Ha 1034.

3a IB/IHHA CORCHK Ha MOMONIHUTE BELECTBa BHXKTE ToMKA 6.1,

3. JIEKAPCTBEHA ®OPMA

KonneHnTpat 3a HH{Y3HOHEH pa3TBOP
BuCTED 1 G€31BETEH Pa3TBOP.

4. KJIMHNYHHU JAHHHN
4.1 TepaneBTHYHH NOKA3aHHAA

- IIpeBeHIMs] HAa CKENETHO-CBBP3aHH CbOMTHA (MATONOHYHH bpakTypH, rppOHatuHa KOMITPECHH,
paauonorHYHO O0IrbuBaHe M XMPYPrHYecka HHTEPBEHLMS B KOCTTA HJIH TyMOp-HHRYLIHpaHa
XUNIEpKANLHEMNEs]) NPH BB3pACTHH [MALUMEHTH C HampeaHani CTamHi Ha 3JI0KaA4YeCTBCHH
oOpa3yBaHHA, 3aCATam¥ KOCTHTE.

- JTledenne Ha TYMOp-HEAyLEpaHa xunepkargneMus (TUX) npu pp3pacTHH AHEHTH.

4.2 ,I[mupoaica H HAYMH HA NPHIOKEHHe

Jonexponoea kucemiHa Canzo3 TpAGBa Ja ce MPEANKUCha | MpHuiara Ha NAHCHTH CaMO OT MEIHIMHCKH
CTIEHAHCTH C OMHT B HPHJIOKEHHETO HA MHTpaBeHo3HH GudocdonaTw.

J103RPOBKA

[IpeBeHIME HE CKEIETHO-CBBP3aHH CHOMTHMA NpPH NAaUHEeHTH C HanpeaHall CTaNHii HA 3710Ka4YecTBeHH
o0pasypaHus, 3acATaiii KOCTHTE

Buv3pacmuu u xopa é Hanpeorara 8v3pacm |
[TpenopBLYHTENHATA 034 IPH NMPEBEHIHA HA CKECTHO-CBbP32aHH CHOHTHA NpH MALMEHTH C HANPEAHAT
cTazuil Ha 3JI0KaueCTBERN ODpasyBaHMsi, 3aCATallll KOCTHTS € 4 Mg 30JEAPOHOBA KHCEIHHA Ha BOOKM 3

HIY 4 CeIMMIH,
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[pu neveHne Ha NAUMEHTH ¢ KOCTHA METACTa3H 32 NPCBEHLMA Ha CKEJETHO-CBbP3aHH chOuTHA TPAOBA Ha
ce MMa NPEABHA, e NoaBaTa Ha edeKT OT nedeHHeTo ce Habmoaasa crea 2 Ao 3 Mecela.

Jleyenne na TUX .

Bvapacmnu u xopa é Hanpeonara 6v3pacm

[IpenopbunTeNHATA 11033 TPH XUNEpKaAHeMHs (IpH cepyMeH xammmi 2 12,0 mg/dl wma 3,0 mmol/],
KOPHMI'UpaH criopes anfyMHHOBATA KOHUSHTPAINHA) € €IHOKPATHA 1032 OT 4 Mg 30J€APOHOBA KHCEIMHA.

[TanueBTH ¢ OE0pSUHH YBpEXKTaHHS
THX:

JleueHue cbe 3oneaponosa kuceaHHa CaHA03 MpH NAHEHTH ¢ THX, KOUTO HMAT TEXKKO OBOpedHO
HapylIeHHe, TpAOBa Aa ce MPOBEsK/Ia caMo Cliel] OLIEHKa Ha PHCKOBETE H IOJ3UTE OT TEPAIHATA. [Ipn
[pOBECHHTE KIMHHYHH MpOyYBAHNA, NALHEHTH ChC CepyMeH XpeaTHHHH > 400 umol/l 1 > 4.5 mg/dl
ca 61yH uskmousand. [Ips namentd ¢ TUX cbe cepyMer xpeaTHruH < 400 pmol/l wim < 4.5 mg/dl se
e M3KCKBA NpOMAHa B J03UpOoBKaTa (BxK. Touka 4.4).

IIpesenyus Ha CKereMHO-CELPIARU COOUMUR NPY NAYUEHMU C HANPEOHAN cmaduii HA 3NOKAYECMBEHU
06pa3ysanus 3aCaaul Kocmume. |
Ipean 3anoyBane HA JieeHHE CBC 30JIeAPOHOBa KicemuHa CaHio3 NPH NAUMEHTH ¢ MHOXKCCTBCH MHEIIOM
WM METACTATHYHY KOCTHH JIE3HH HA CONHAHM TYMOpPH, TpA0Ba Ja Ce ONMpEACNAT CEPYMHHA KPCATHHHH H
kpeatunnHoBus KHpbHC (KK). KK ce H3uHcigBa OT cepyMHHA KPEATHHHH 1O dopmynata Ha Kokpodt-
[aynr. 3onenpoHosa kucenuHa CaHZo3 He C& MpenophdBa NpH MAIHEHTH C JaHHH 33 TCKKO 6pbpevHo
yBpEXKAAHE MPEAH 3al0UBaHE Ha TEPaNnATa, KaTo 32 TASH NOMyNalus ce nedpuaapa KK< 30 mi/min. [Ipu
NPOBEACHATE KIHHHYHH NPOYYBAHHA CBC 30NIEAPOHOBA KHCENHHA, MALHEHTH ChC CCPYMEH KpeaTHHIH
> 265 pmol/l mma > 3.0 mg/dl ca 6unn HIKIEOIBAHH.

3a MAIMEHTH ¢ KOCTHH METacTasH, MpH KOHUTO ce¢ HabmoAaBa JIEKO A0 YMEpPEHO ObbpeuHo yBpexpaaHe
Npead 3amo4BaHe Ha TEpaNnuATa, KaTo 3a Ta3u nomnyiaums ce onpeaens KK 3060 ml/min, ce npenopr4sa
cieHAaTa 032 Ha 3oneapoHoBa Kucenuna Canzos (Bx. cpulo Touka 4.4):

W3xoaen KpeaTHHOB KIHpbHEC (ml/min) IpenopbuHTENHA 1032 Jo/eApPOHOBA
. - _ _ _ _ xuceqnHa Cannos _
> 60 4,0 mg 30eApOHOBA KHCEIIMHA
50-60 | 3,5 mg* 3onmeapoHOBa KHCETTHHA
40-49 3,3 mg* 2onepoHOBa KHCETHHA
L ) 303 3,0 mg* soneapoHOBA KHCENHHA
. * JTo3uTe ca M3YHCIEHH, KaTo ce HM4 IIPSABHA Lie/leBaTa CTORHOCT Ha NOMITA IOA KpHBaTa (AUC) ot

0,66 {mgeuac/l) (KK =75 ml/min). Ilonmxkenure [03H NPH HALHCHTH C Op0peuno HapymEHHE Ce
OUAKBA A3 ROCTHrHAT chiata AUC KaKTO TIpH NalAEHTH ¢ KpeaTHHHHOB KINPBHC 0T 75 ml/min.

Criej 3amouBaHe Ha TepalluaTa, CCpyMHHAT KpeaTHHUH TPAOBaA a c€ H3MEPBa NPEAH BCAKO NPUNOKCHHS
Ha 3oneApoHoBa kucenuHa CaHo3 B Tepanusra TpadBa fAa ce NPEKBCHE, aKo 6nOpeqHaTa ¢yHKUHA Ce
snoud. IIpH poBefeHnTe KIMHAYHH NpOYUBAHKS BIOWABAHETO Ha OrOpeyHaTa ¢ynkuus ce onpenend

KaKTO ClIeABa: |
- 3a NaNMeHTH ¢ HOPMATHY W3XOJHH HHBA Ha kpearunuH (< 1.4 mg/dl wm < 124 pmol/]), nopumetne
ot 0,5 mg/dl unu 44 pmol/l;
- 3a nanpenTy ¢ aGHOPMHM M3XOJHH HUBA HA KpeaTHHMH (> 1.4 mg/dl unu > 124 umol/l), noBuLIcHNE
ot 1,0 mg/dl umm 88 pmol/l.
TIpu nposeeHATe KIMHAYHY NPOYYBAHHA, TEPAHATA CBC 30MIEAPOHOBA KHCETHHA CC BB3C e ’ -;" ' .
clie]l KATO HHBOTO Ha KpeaTHHHHA jocTHrHe 10% oT #3xoAHOTO HHBO (BXK. TouKa 4.4). Tepaguiya-c N
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3oneaponoBa KuceTHHA TpA6Ba fa ce NOHOBH Che ChLIaTa J[03a, KOATO ¢ O1iia mpHaaraHa npeid
NpeKbCBAHE HA TEpAIIHATA.,

lleduampuuna nonyrayus

beaonacHOCTTa M eMHKACHOCTTA Ha 30NISAPOHOBA KHCETHHA Caﬂnoa IpH fena Ha Be3pact ot 1 1o 17
rOHHM BCE OLIE HE € YcTaHOBeHa. HanHyHHTE NOHACTOALIEM fAaHHH €A ONHMCAHM B TOYKH 5.1 H 5.2, HO

Npenophky 3a 03HPOBKAaTa He MOraT Aa ObaT AaJeHH.

HaunH Ha mpHIOKEHHE
HuTpaBeHO3HO NPHIIOKEHHE,

30M1eApOHOBA KACEAHHA 4 Mg KOHLEHTPAT 32 MH(Y3HOHEH pasTBOp JAOMBJIHHTENHO paspeaeH B 100 mi,
TpsGBa /2 Ce MPHIOKH KAaTO eAHOKPaTHA BEHO3Ha HH(Y3HS ¢ MPOAB/DKUTEIHOCT He TIO-Manka oT 15

MHHYTH.
32 YKa3aHHA OTHOCHO Pa3pexiaHeTo Ha JIEKAPCTBEHHA IPOAYKT NPE/H NPHUIOKEHHE BIKTe To4Ka 6.6.

[Tpu namueHTH ¢ JAEKO A0 YMepeHo 656pedHo YBpeKaaHe ce MPENopbYBAT MO-HHUCKH J03H 30MepOHOBA
kucemuna Canpos (BX. Touka “Jlo3apoBka® no-rope H Touka 5.2). |

Yka3zaHue 33 IPUTOTBAHE HA MI0-HHCKHA 1034 30I¢APOHOBA KHCEMHHA
Hsternere HeOGXOANMOTO KOTMYECTBO OT KOHLIEHTPATa KaKTO CCABA.

-  4,4ml3a 3,5 mgno3a
- 4,1 ml3a 3,3 mg aoa3a
- 3,8mi3a 3,0 mg no03a

W31erNeHoTO KOJMYECTBO OT KOHIIEHTpATa TpsOBa JOMbINKTENHO Aa ce paspenu B 100 mi crepunen 0,9%
1/00 pa3TBOp Ha HATPHEB XJIOpUZ WK 5% T/06 pasTBOp Ha IOK03a. JlosaTa TpAOBa Jia Ce NPHJIOKH KaTo
eIHOKpaTHA BEHO3HA HHGY3HA ¢ MPOABIDKHTENHOCT He IO-MAJIKA OT 15 MHHYTH.

3oneapoHora kucemHa CaHa03 KOHLIEHTPAT He TpabBa Aa ¢e CMeCBa C Kallues HITH OPYT HH}Y3IHOHEH
pa3TBOD, CHABPKALL ABYBAJICHTEH KATHOH, KAaTO JIAKTATEH Pa3TBOp Ha PHHrep, 1 TpabBa j1a ce npHiara
KaTO eNHOKpAaTeH HHTPABEHO3CH pasTBROp B OTHeNHA HHY3HOHHA CHCTEMA.

[Tpeau H cnej NPHIOKEHHETO Ha 3oMepoHoBa kicenuna CaHI03 TalMEeHTHTe TpsOBa fa Gbaar
XHAPATHPAHA MO NOAXOAAI] HATHH.

4.3 IIpoTHBONOKA3AHHNA
- CBpLXJyBCTBHTENHOCT KbM AKTHBHOTO BEILIECTBO, KbM ApYTrH OHOChOHATH HIIM KBM HAKOE OT

IIOMOILHATE BellecTBa, N30poeHH B TouKa 6.1,
- KspMmene (BK. TOUKa 4.6).

4.4 Crhenuajuy OpeAYNpex)eHHA H NpeANa3HH MEPKH NPH ynoTpeda
061
TIpenu npHIOKEHHETO Ha 3oneapoHoBa KucenuHa Cannos TpabBa 1 ce HanpaBy OLCHKa Ha ITAITHEHTHTE,

33 2a C€ OCHTYPH, Y€ Ca XHAPATHPAHH MO NOAXOAIL] HAYHH.

TpabBa jia ce U30ArBa CBPBLXXUAPATHPaHE NPH MALHEHTH ¢ PHCK OT ChbPACYHA HENOCTATEYHOCT.

Ciieq 3anouBaHe Ha Tepanns ¢ 3oneaponosa kucenuna Cannos Tpadea Aa ce cnendr BHIAME /, At
CBBP3HHTE ¢ XHNEPKAIIMEeMHA CTaHAapPTHH METabOMNTHH MapaMeTpH KaTo CEpYMHN HHP; 2
docdarn u Marsesuit. AKo ce MOABH XHITOKaMLueMus, xurnodochareMis HIH XAMOMAry -/
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HEOGXOIHMO JOMBIHATEIHO KpaTKOCPOdHO NedeHHe. HenekyBaHHn NallHEHTH ¢ XHICPKaTIHEMHS
oGHMKHOBEHO MMAT HAKAKBA CTeneH Ha GBOpedHo yBpexaHe U Nopay ToBa € He0OX0AUMO BREMATENHO

npocineasBade Ha OnOpeynara HM QYHKIHAL

CBIIECTBYRAT APYTH NEKAPCTBEHH NPOAYKTH, H3MON3BAHH 33 JIEUEHHE Ha OCTEONoposa u KoCcTHA Gonect
Ha [Tefiaxer, KOUTO CHABPKAT KATO AKTHBHO BEIICCTBO 30JICAPOHOBA KHUCCIHHA. ITaieHT!, KOHTO C€
JIeKYBAT Che JonenporoBa Kucennna Canaos He TpA6Ba Aa M3NON3BAT CAHOBPEMCHHO IPYTH TICKAPCTBEHH
IPOLYKTH, CHABPKAL 30NEAPOHOBA KHCEMMHA HitH ApyrH OndochoraTH, opajH JIHIICa Ha AAHHH 32
KOMOHHMpPaHOTO UM ACHCTBHE. |

brOpeuna HeAOCTATEUHOCT
Tanvents ¢ THX 1 faHuu 3a sromiasane Ha Ou6pednara dyHxuus tpsdea na 660aT BHUMATEIHO

Mperiie/iaHy M fa ce HallpaBy OLGHKA JaH NoTEHIHAIHATA 10133 OT JIEYEHHETO CBC 30JICpOHOBA
KHCENTHHA ONpaBIaBa Bb3MOXKHHA PHCK.

TIpu B3eMaHe Ha PEMICHYE 32 NCUCHNE HA NANUCHTH ¢ KOCTHH MeTacTasH 3a IPSBEHIMA Ha CKENeTHO-
cBBp3aHn chOUTHA TpA6BA KA Ce HMa MPEABHA, 3¢ ePEeKTHT OT TEpanuATa ce rabmonaea ciuen 2 A0 3
MeCeLlA. |

30JIeAPOHOBATA KHCE/IMHA C¢ CBHP3BA CHC CNYYan Ha Hapymena (x0pedHa dyuxiua. CakTopH, KOHTO
MOT'aT Jia BiomaT $yHKiHATa Ha Gr0penuTe ca, AeXHApaTaiius, ChUICCTBYBAILO O6B0pevHo YBpeXAaHe,
MHOIOKpATHO NPHJIOKEHHE Ha 30JIe/[POHOBA KHCENMHUHA H APYTH 6udocdoHaTH, KAKTO ¥ H3NONIBAHCTO HA
NPYrH HedPOTOKCHYHH JIeKApCTBEHH MPOAYKTH. BBIpeKn 4€ PHCKDBT € NO-HUCEK NPH IIpHAarase Ha no3a
OT 4 Mg 30eAPOHOBA KNCEMMHA B HPOXbIDKCHHUE Ha 15 MAHYTH, HApYICHUE HA GeOpeunara QYHKIHA HE
ce HakmoyBa. CHOBIIEHO € 3a CIIyYaH 3a Biomapane Ha 6p0pedunara GyHKIHs, KOSTO NpOrpeCcHpa 1o
66peuna HEAOCTATHYHOCT H XeMOJHANN3a, ClIE[ CAHOKPATHO MbPBOHATAIHO NpHICKEHRE Ha 71032 OT 4
mg 30/1eApOHOBa KHceNnKHa. [1py naiHeHTH, KOUTO IPHEMAT PSAOBHO 30NE€APOHOBA KHCEIHHA B AO3H,
fIpeNOPBHYBAHE NPH NPEBEHNAA Ha CKENCTHO-CBBP3AHH cpOuTHH, ce BabnoRaBaT NOBHINIEHH HUBA HA

CepyYMHHS KPEaTHHHEH, BBIIPEKH Y¢ €a MO-PEJIKH.

TpsabBa fa ce H3MEpBaT HABATa HA CEPYMHHS KPEaTHHUH MPETH NPUIAraHeTo Ha BCSKA 1034 30MeApOHOBa
xicemuBa Canznos. Tlpenopbusa ce 3an09BaHe Ha JSUCHHETO ¢ MO-HACKY A03H 30JCAPOHOBA KHCENUHA,
fIpH MAIMEHTH ¢ KOCTHH METacTasH, ¢ JIEKO 10 YMEPEHO 6u6peuro yepexaane, Tepanudara ¢he
30/1ejpOHOBA KUCEHHA TPsiOBa 2 Ce NPEKPATH, aKO N0 BPEME Ha JICICHAETO ce piomH OLOpeYHATa
(ynxius Ha naunenTta. TepanuaTa CbC 301€APOHOBA KHCETHHA CE BE300HOBABA CAMO CNIEA KATO HHBOTO
Ha KpeaTuaHHa aocTurae 10% OT MIXOAHOTO MY HMBO. TepanusTa Cue 3onenporona kucennua Cannos
Tpsi6Ba Ja c€ NOAHOBH CBC CHINATA 4038, KOATO € Guyia NpHIaTaHa Npe/H NPEKbCBAHE Ha ICUCHUETO.

[Topaan MOTEHUHATHOTO BIHAHHE HA 30/ie/IpOHOBATA KHCC/IHHA Ha OnOpeynara GyHKIHS H JIMIICATA HA
KTHHUYHH [aHAK 33 Ge30macHocT NPH NALMEHTH ¢ Tekko Op0peuno yBpeXaane (onpeneiexo Npu
KIIMHHYHA [POYYBAHHMS KATO CepyMeH KpeaTHHKH > 400 pmol/l nm 2 4.5 mg/dl 3a naunentd ¢ THX 1
crotBeTHO > 400 pmol/l unm = 4.5 mg/dl 3a NauHEHTH ¢ paK H KOCTHH MeTacTa3H) KbM Ha4aJloTO Ha
TeparnHaTa ¥ HATHYME CaMO Ha OrpaHHYeHH JaHHH 32 (papMAKOKMHCTHKAT2 IPH MAUUCHTH C TEXKKO
655peyHo YBpesAaHe NPeAH 3aN04Bate Ha TepannaTa (KPEATHHAHOB KIHPBHC < 30 ml/min), He ce
IpenopHIBa IPANIAraHeTO Ha 30NSAPOHOBA KHCEIMHA NPH MAIHEHTH € TEXKKO 6n6pewHo HapyIIEHAS,

YepHoapoOHA HEAOCTATHYHOCT
Tlopa/iu Hanuuye caMo Ha OrpaHHYCHH KIMHBYHH JIaHHH PH TIAIHEHTH C TeKkKa yepHoxpolHa

HEJIOCTATHUHOCT, CTILM(HYHH NPEIOPbKH He MoraT xa ObAaT AafeHH 3a Ta3n rpyna.

OcreoHeKkpo3a Ha 4eJocTTa %
CpoBIIEHO € 3a OCTeoHeKpo3a Ha vemocTTa (OHY) npeuMuo Npy NAHEHTH € pak, Kouty

¢ IPOAYKTH, MOTHCKALM KOCTHATA Pe30pOitusl, KaTo 30J¢APOHOBA KHCETHHA, MHOro OT %




[IPHEMAJIH CBHIIO XHMHOTEPANHA U KOPTHKOCTCPOHIH. [To-ronsMarta 4acT OT CHOOLICHHTE CAY4aH Ce
CBHP3BAT MPEAMMHO ChC CTOMATONOTHYHH IIPOLEAYPH, KATO CKCTPAKLKA Ha 360, MHoOro oT T€34
[IZITACHTH Ca MMAJI¥ TPI3HALM 38 JOoKanHa HRQEKIUS, BIUIOTHTEIHO OCTCOMUCIIHT.

CTOMATOJIOTMYEH NIperae] ChC ChOTBETHATA CTOMATONIOTHYHA npodunakTAKA CleABa Aa C€ BICME NOJA
BHUMaHKE, IpeAl 3anoupaHe Ha JCUCHHE C GrdochonatH, NPH NAUHEHTH ¢ HAKOIKO PHCKOBH ¢raxkTopa
(BaIp. pax, XHMHOTEpPAIHs, KOPTHKOCTEPOHIH, JIOLA yCTHA XHTHeHa).

Tlo BpeMe Ha IEYEHHETO, aKO € BBIMOKHO, TAKHBA MAMCHTH TpabBa Aa u30ArBaT HHBA3HBHH
CTOMATONOrH4HH Tpoueaypy. TIpu maluenTH, KOHTO pasBHBAT OCTEOHEKPO3a Ha HETIOCTTA 11O BpEeME HA
6udocdonaTHa TEpaIns, CTOMATONOIHYHA XHPYPrHYHA HAMECA MOXE /12 0BOCTpH CheTosHHeTo. Hama |
JaHHH JAJH IpeKbeBaHe Ha TepanuaTa ¢ GndochoHaTH HAMAIBA PUCKa OT OCTEOHEKPO3a Ha YeMOCTTa,
aKO O HANAra CTOMATONOrHuHa Npouenypa. KivHu4HAaTa OlICHKA HA JICKYBaillHA JICKApP Tpabsa na
oIpezieNs MIaHA Ha TEPAHATA 38 BCEKH nAIlMeHT Bb3 OCHOBA Ha MHAKBHIYaIHATa OLCHKA HA
ChOTHOHIEHHETO MON33a/PHUCK.

MycKymHo-cKeIeTHH OOIKH

Crex nyckaHe Ha ra3apa, iMa ChOOLICHUS 33 TEXKH CiTyHal Ha KOCTHH, CTABHH H/WJIY MYCKYJHM OOJKH,
KOHTO MOHAKOIA BOJAT A0 HeleecnocoGHOCT, PH MAUHUSHTH, NpHEMAIIlH 30JICAPOHOBA xuacennHa. Bee mak
cLOGIIEHNAS 33 TAKHBA CITydaH €a pefiKu. BpeMeTo 3a nosAsa Ha TAKHBA CHMIITOMH BapHpa OT €JIUH AeH 10
HAKOJIKO MECela ClIe/] 3anodBaKe Ha jeverHnero. Cresl CHpaHe Ha JEUSHHETO CHMITTOMHTC NpH NOBEYETO
nauMeHTH ce obexyanar. [TpH exHa rpyna DALMEHTH Te34 CHMITOMH Ce NOBTapAT NPH HOBO NPUIOKCHHE
Ha 30NIePOHOBA KUCENMHa HiH APYT GudochoHaT.

Atunnuny (hpakTypH Ha demopalHaTa KOCT
Viva choGIIEHHS 33 aTHIHUHA CyOTpoXanTepHy H Anabu3ni GpakTypH Ha deMopansaTa KOCT NpH

TeparmA ¢ GudocdoHaTH, MpeJHMHO NPH NMAIMEHTH, KOHTO Ca Ha MPOXBJIKHTEIHO JICUeHHE 32
ocTeonoposa. Te3u HaNpedHH HIH NONCTaTH N0 xoHdurypauus GppakTyps MOXe Jia Bb3HHKHAT HABCAKBAC
10 Ib/DKMHATA Ha (heMypa OT HENOCPeACTBEHO MOA MK TPOXAHTEP [0 TOUHO HAA CYNpakOHAWNIAPHOTO
pasumpenye. Tesu $pakTypH BH3HHKBAT ClI€A MHHUMAJHA TPaBMa HH NMICA Ha TpaBMa H HAKOH
NALAEHTH nony4aBaT 6onka B 6eApOTO MM CIa0HHHTE, 1eCTO Hanono6asama GonkaTa, XapakTepHa 32
HEITBJIHH (PAKTYPH, CEAMHANY [0 MECEITH NPEAH MOABATA HA NIBJIHA dpakTypa Ha GeMOpaTHATA KOCT.
MpakTypHTe 4ECTO Ca ABYCTPAHHH U OpajH TOBA NPH NMAMCHTH, JCKyBatH ¢ 6udocdoHATH, KOHTO C2
monyuriH (GpakTypa Ha TANOTO Ha eMopalHaTa KocT rpabBa Aa ce H3CAEABA KOHTPANaTePaTHHAT deMyp.
CooB1aBa ce CHILO 32 TPYXHO 3a3/paBsBaHe Ha Te3H (HpaKTypH. Tpsabea fa ce OOMHCIH NPEKPaTABAHC Ha
repanasTa ¢ GAdochoHTH NPH NALMEHTH CbC ChMHEHHE 33 ATUITHTHA ¢paxTypa Ha peMypa JAOKaTo
NPOABLIDKABA Y3CAEBAHETO HA MAUMEHTA, KATO €& HMa NPE/BHA HHIHBKIYya/lHATa OLICHKA Ha
CHOTHOLIEHHETO MON3a/PHCK. |

Io BpemMe Ha neuenue ¢ GudocoHaTh MANHEHTHTE TpsiOBa Aa ObaT MOCHBETBAHM [ cpOOIABaT 3a
BcaKa 6onka B 6eApoTo, TazolbeApeHaTa cTaBa WIH CIaOHHATE H BCEKH MALKCHT C TaKWBa CHMIITOMH

Tps6Ba a ce Dperiiexna 3a HebHa QpaKTypa Ha deMypa.

[ToMoIHy BeNIECTBA ¢ H3BECTHO NCHCTBYE
To3u JieKapeTBEH MPOAYKT ChABPXE HATPHH, M0-MANKO OT 1 mmol (23 mg) B enHa 10343, T.€. HA NPAKTHKA

He ChABPAKA HATPHHA.

4.5 BaanmoaelicTBHe ¢ JPYrH JeKapCcTBEHH NPOXYKTH H IPYITH dopMu Ha B3aHMOJeHCTBHE

[py npoBeseH# KIMHUYTHHE IPOYYBaHNS, 301€APOHOBA KHCEIHHA & NpHIATAHA €JHOBPEMEHHO C Hal-4ECTO
H3ON3BAHATE AHTHTYMOPHH CPEACTBA, AUy PETHIH, AHTHOMOTHIM K aHAITCTHIH, KATO HE Ca
Ha6ORABAHH KIHHAMHO 3HaUMMH B3aMMOASHCTBHA. 30/1eAPOHOBATa KHCC/IHHA HE NOKA3PEIHAGNIGIHO A,
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CBLP3BAHE C IUIa3MEHUTE NPOTCHHH B HE uHxuGupa Jopenns eH3HM P450 in vitro (BX. TOUKa 5.2), HO He
ca NpoBe:XAaHH O(HIHAIHY KNHHHYHHA NPOY4BaHis HA TAKHBA B3aHMOACHCTBRHS.

Tpenopsiea ce 0coGeHO BHHMAaHHE NPH €AHOBPCMEHEH MPHEM HA 6udocdonari © aMAHOTTHKO3HIH, THi
KaTO ABaTA NPOAYKTA MOTaT A4 HMaT aUTHBEH €eKT, B pesy/ITar Ha KOCTO CEpYMHOTO HHBO Ha KaNImHK
MOJXE 73 Ce MIOHIIKH 33 TO-XBITEL IEPHOA OT BpEME, OTKONKOTO & HyAHO.

Heo6xoa1uMo ¢ BHUMAHME NIPH NPHIAraHeTO Ha 30J16JPOHOBA KHCEMHA © APYTH NoTEHIHATHO
He(POTOKCHYHH JEKAPCTBEHH NpoAyKTH. Tpabsa fa ce ofbpHe BHAMaHHE Ha Bh3MOXHOCTTA OT N0ABA Ha

XHITOMarde3neMus no BpCMcC Ha TEPANHATA.

[Tp¥ NAOMEHTH ¢ MHOXKECTBEH MHENOM, PHCKA OT 616peynd HApYIICHHS MOJXKe Ja C¢ MOBHIIH, KOTaTo
301EAPOHOBATA KACES/INHA CE NPHNIAra B KOMOHHAIHA C TATHAOMMN.

ViMa chobmenus 3a OHY npH nalyeHTH, JeKyBaHH eAHOBPEMCHHO ChC 30TICPOHOBA KHCENMHA H
aHTHAHTHOrEHHH JIEKAPCTBEHH NPOAYKTH.

4.6 depTHnATET, OPEMEHHOCT H KbPMEHE

bpementsoctT

Hsma TOCTAaTHUHO JaHHH 32 ynoTpebara Ha 30/1€IpOHOBATa KHCCIHHA TIPU GpeMEHHH XECHH.
ExcneprMeHTATHHTE IPOYIBaHHsA IPH KHUBOTHH CBC 30JIE{POHOBA KHCEMHA NOKA3BaT peNpoOAyKTHBHA
TOKCHYHOCT (BX. TOUKA 5.3). [ToTeHIUAIHHAT PHCK IPH XOpa HE © n3BecTeH. 30MepOROBa KHCSIHHA
Cangos He TpabBa fa ce mpHnara Jio BpeMe Ha OpeMeHHOCT.

KnpMeHe
He e n3BecTHO Na/H 30JICAPOHOBATA KHCETHHA C€ EKCKPETHPA B KbpMaTa. 30eipOHOBA KHCSHHA Cannos

€ NIPOTHBONOKA3aH NIPH KbPMEIIH XKEHH (BK. Touka 4.3).

DepTHNHTET

Jo/IeIpOHOBATA KHCENNHA € OLICHABaHA NIPH ITHXOBE 33 MOTEHIMANHH HEXXeNnaHd e(PEeKTH BBPXY
hepTHINTETA Ha poAuTENcKaTa H F1 MOKOJICHHCTO. PesysrarsT ¢ 61 yBEIHYaBaHe Ha
hapMaKONOTHUHATE EPEeKTH, CBBP3aHO BEPOATHO C YHXUGUpaHE YCBOABAHETO HA KAMHMEBATE CHEINHCHHA
B KOCTHTE, KOETO € JOBEJIO A0 MEPHITapTalHa XHNOKAIHEMHA, edexT Ha K1aca Ha 6udocdonaTHre,
JMCTOKHA H IPeKAEBPEMEHHO MPEKpaTABaHe Ha NPOyIBaHETO. Teau pe3ynATaTy H3KIIOYBAT
BEIMOKHOCTTA 33 YCTAHOBSBaHE Ha kpalfHud edexT Ha 301€ApOHOBATA KHCETHHA BRPXY (epTHIHTETA IIPH
xXopa. -

47 EdexTn Bbpxy criocobHOCTTA 32 I0HPaHe H paGoTa ¢ MAIIHBH

HexenaHH peaxki{iy, KaTo 3aMasHOCT 1 ChHANBOCT, MOraT Aa oKaXKaT BIHAHKE BEPXY COCOOHOCTTA 32
mwodHupaxe 1 paboTa ¢ MallliHHA H 3aT0BA © HeoOXOAHMO BHUMaHHE NpH modHpaHe K pabora ¢ MaliHHHA
110 BpEME Ha M3ITON3BAHETO Ha 30JICAPOHOBA KHCETHHA Cannos.

4.8 HexelaHH JeKAPCTBEHH PeaAKIHA

Q6obweHue Ha Ipod@uia Ha DE30MacHOCT
Haii-yecTo ce c00LIABa 32 o¢cTpa (a3a HA Peaki(us A0 TPH AHH CIIE/L APHIArahe Ha 30J1eAPOHOBA

KHCENHAA, KATO CUMITTOMUTE BKINIOUBAT KOCTHA 6oJka, NMOBHIIEHA TEMNEPaTypa, YMOpa, apTpairus,
MMAJITHA ¥ TPHIKH, KOHTO OTMHHABAT A0 HAKOIKO HA (Bx. ,,OnAcanKe Ha H30paHH HEXENAHH

JIEKAPCTBEHH peaKdu ).




Haii-BaxkHiTe ICHTH(GHEMPAHH PUCKOBE NPH PUEM Ha 30/1€{pOHOBA KHCEIINHA 33 onoOpeHuTe
MOKA3aHUS ca: BIolasaHe Ha 6r0peuHa GyHKIHA, OCTEOHEKPO3a Ha HEINOCTTa, ocTpa ¢aza Ha peaKius,
XUIOKATLHEMHS, HeXEIaHi peakliy OT CTpaHa Ha OUHTE, NPpEACHPIAHO MBIKACHE, aHa(QIaKCHA. ”
UecTOTATa HA TE3H MICHTHOMIEPAHH PHCKOBE € ocoueHa B Tabmuna 1,

CouchLK HA HEXETAHHTE peakuu B Ta0miJeH B/
TlaHHKTE 3a CHCABALIMTE HEXCIIAHH PECAKIUY, n3Gpoenn B Tabmuia 1, ca OT KIHHHYHHA IPOYIBAHUA | OT

chOBIEHHE CTIS MYCKAHETO Ha N1a3apa MPEUMHO LIPH NMPOABIDKHTENHO JIEICHAE C 4 mg 30AeApOHOBA
KHCE/HHA!

Tabauna 1

Hexenanute peakuuy B Tabnuma 1 ca #36poeHH 1o 4ECTOTA, KATO Haji-4ecTHTE ca THPBH, KATCTOPHHTE
Ha 4ecTOTA CE ONpeNeNsT ChIIACHO CIeAHaTa KnacH(uUKaNH: MHOTO decTH (21/10); uecTH (=1/100 go
<1/10); neuectu (>1/1 000 xo <1/100); pexxH (>1/10 000 mo <1/1 000); MHOrO PEAKH (<1/10 000); ¢
HeH3BECTHA YecToTa (OT Ha/MYHHATE AaHHH HE MOXe Aa ObJ€ HalpaseHa OIIEHKA).

" Hapywenun Ha KD U AUMPRAMA CUCIEME

YecTH: AHeMUA
Heuecru: | TpoMGoLATONCH:H, NEBKONCHAA
~ Pepxm: _ NManuurroneHHs i
Hapywenun na uMynnama ClUcmem
Heuectn: Peaxiiuy Ha CBPhXYYBCTBHTEIHOCT
Pemnku: AHTMOHEBPOTHUCH OTOK _
Hcuxuunu HApyUieRUA
Heuectn: TpeBOXKHOCT, HAPYIICHHA HA ChHA
_ Penxu: ) QO6BpKaHOCT |
Hapyuwienun na nepsnama cucm
YecTH: T'naBoGoive
HeuecTH: 3aMaAHOCT, MAPSCTE3Hs, HAPYLICHHA BbB |
BKyCa, XHIOECTE3HA, XUREPECTE3HA, TPEMOP,
) _ CHHJIMBOCT L
Hapywenun na ovume | .
Hectu: KOHIOHKTHBHT
HeyecTH: 3aMBIIIEHO BHKAAHE,

CKJICDHT H Bb3MAICHHE HA OPOHTATA

MHOro pesiku: YBCHT, pnﬁcanpm
Copoeunu RAPyIEHUA - |
HeuecTh: XunepToHKA, XUIIOTOHN, IPSACEPIHO

MBIKICHE, XHIOTOHHSA, BOJCINA 0 CHHKON MR |
LHPKYJIATOPEH KOJIAIC

_ Penmku. _ _ bpaagukapana _ _
Pecnupamopnu, psORY 4 MEOUACMURQAIHY RAPYUIEHUR
, HevecTH: _ TfucnHes, Kaulmuna, GpoHx00de
CmomMatino-4pecHit RaPyeHUR |
YecTn: I'anene, NOBPBILAHE, AHOPEKCHA
HeuecTH: | JInapys, KORCTHITAIMA, KOpEMHA fonKa,

JHCIENCHs, CTOMATHT, CYX0Ta B yCTaTa

Hapfmuhn Ha xaa}cmn& U nOOKoMcCHamii nreKaH |
HeuecTH: [Mpyput, 0OpHE (BKIIIOYHTSIHO €p g2k XA 13
H MaKylIapeH o0pHB), YCHICHO HIHQRARATC




Hapywienun na MycKyano-cxenemuama cucmema u CHeOURUMETHAMA NTOKAH

Yecrh: KocTHa 6oJika, MHaNTHA, apTpairud, odma
o boska |
HeuecTn: MyCKyIIHH KpaMITH, OCTCOHEKPO3a Ha
yemocTTa * | | |
Penkn: | ATHIHYHE CyOTPOXAHTEPHH H Ha(H3HH

tpaxTypH Ha demopanHaTa KOCT (HEXKeTaHa
JieKapCcTBEHA PeaKlHs NpPH Krac 6udocoHaTH)

Hapyme;mn Ha &bﬁ;eum;e 1 RUKOUHIME RYMUNGa

 Yecru: BrGpeuHo yBpexKIaHe |
Hedectn: Ocrpa 616peuna HEROCTATHYHOCT, XeMATYPHA,
. L ___ TpoTeMHYpHd ) |
O6ugu HAPYWIEHUR U eErmu HA MACHIOMO KA NPUSONCEHRUE |
YecTu: Tpecka, rpuionoA0OHH CHMITOMH

(BKTIOUHTENHO YMOPA, TPBIIKH, pHu3HYecKo
HepasNoJIoKeHHe H 3aHCPBABAHE HA JULIETO)

Heuectn: | AcTenus, nepudepeH OTOK, PEAKIMH Ha
MACTOTO Ha IIPHICKEHHE (BKJIOIHTEIHO
Gonka, ApasHeHe, NOXyBaHe, HHIYypalud), |
GonkH B MbpAKTE, YBEMHUABAHE HA TENCCHOTO
TerNno, aHadHIAKTHYHA PeaKLus/IOK,

ypTAKApHS .
| H3cnedeanun - |
MHOro penku. XnnodochareMus
YecTn: [losueHHE HAa KpeaTHHHHA H ypesaTa B
KpBBTa, XMIOKANIHCMAA
Hedvecth: XHmoMarae3HeMus, XHNOKATHCMH S |
PeIKH. ___ XunepxanueMus, XHNEpHATPHCMUA _

*  JlauHWTE 38 YECTOTATA C& OCHOBABAT HA KIUHHYHH NPOYyHBaHii OTJIeN HA BEPOATHHTE
cTydaH Ha OCTEOHEKpOo3a Ha HEJIOCTTA. Toii KaTO NP TE3H CHOOIICHHS UMA JOMTBINHHTEIHH |

dhakTOpH, HE € BB3MOKHO HAJIEXK/IHO /I C€ OTpe/Ie/H Bpb3kata ¢ IpUIIAraHeTo Ha

NeKapCTBEHHS MPOIYKT.
Onucagne ga H30panu HexkenanHd peaKniy
Bvbpeuno yspesicoane

30NeApOHOBATA KHCEIHHA CE CBBP3Ba CBC Cllydal HA HapyllieHa 6n6peyHa qynxums. [Tpy ananusHpaHe HA
chOpaHHTE JAHHH 32 JeKapcTBeHa 0e30MIaCHOCT OT NPOBEACHH MpoyuBaHUs ChC 30JICAPOHOBA KHCEIIHHA
MpH NpeBEHIMA HA CKEIETHO-CBbP3aHH CHOMTHS IIPH MIAIJHEHTH ¢ HATIPSAHAN CTAIUA Ha paK 3acsraill
KOCTHTE, YCTOTATA HA HACTHIHNTE GEOPEUHH YBpeKAaHHA (HexeNlaHH PEeaKiji), CBP3aHH ¢
NPUJIATAHETO HA 30JIeAPOHOBA KHCENHHE, € KAKTO CCABA. HPH [AlHEHTH ¢ MAOKECTBEH MuenoM (3,2%),
pak Ha npocrartata (3,1%), pak Ha MJIEHHATA XJ1C34 (4,3%), 6enoapobHy 1 KPYTH COMHARY TYMOPH
(3,2%). ©aKTOPH, KOKTO MOTaT A2 BJIOMWAT dbyHKipaTa Ha 6p6peLHTe ca AeXHApaTAlHA, CHHIECTBYBAILO
66petHO YBpeXaHe, MHOTOKPATHO NIPUIIOKEHUE HA 30/ICIPOHOBA KrcenuHa u Apyrn budochonaTy,
KaKTO ¥ €JHOBpeMEHHO NPHIAraHe Ha 1pyTrH He(DPOTOKCHYHH JIEKAPCTBCHH NPOAYKTH, HHpYy3H4
TIPHJIOKEHA 3a N0-KPATKO BpeME OT [IPENophIBAHOTO. CroO11eHo € 3a CJIyJaH 3a BAOLIABaHe Ha
6s0peuHara (YHKIHS, KOETO MPOrpecipa ao 6B6peyHa HEOCTATEYHOCT M JIHAIIN3A, CleJ| CAHOKPATHO
DEPBOHAYANHO NPHIOKEHNE Ha 1038 OT 4 mg 307eAPOHOBA KHCETHMHA (BX. TOUKa 4.4). |

Ocmeonexpo3a Ha yenocmma




CLo6ImeHo e 3a cIy4aH Ha OCTEOHEKpO3a (FIIaBHO Ha qeIOCTTa) ApeAMMHO NPH OHKOOOIHH, KOATO €A Ha
Tepanus ¢ NPOIYKTH, MOTHCKAIH KOCTHATA Pe30pOLKs, KaTO 301€APOHOBA KHCENNHA. MHOro OT Te3K
MALKMEHTH ¢a HMAJTH [IPH3HAIY 38 JIOKaTHa HHMEKUHS, BETOUHTENHO OCTEOMHUSTUT, | OBEUCTO
CHOOLLIEHH Cyuay Ce CBLP3IBAT IIPEHMHEO ChC CTOMATO/IOTHHHH TIPOLERYPH, KATO CKCTPAKIIHA Ha 360 KK
ApyrH CTOMATOJIOFHYHH XHPYPrHYHH Ofepaiy. 3a 0CTEOHEKPO3a Ha HEJI0CTTA HMa JOKYMEHTHPAHH
pHCKOBH (akTopH, BKIIOYHTETHO TUArHO32 32 paK, CbIBTCTBANIO JIEICHAC (Hamp. XMMHOTEpamud,
pafiuQTepanug, KOPTHKOCTEPOHAH) H IPHJIpYKasallH saGonABanua (Hamp. AHEMHS, KOaryJonaTH,
HEQEKIHS, CBLUIECTBYBAIN0 3800/SBaHE B ycrara). Benpexy ue He € yCTaHOBEHA NPHHHHO-CAEACTECHA
BpB3Ka, IPENOPBYBA ¢ Ja C& M30ArBa CTOMATOJIOrHyHa XHPYpruiha HaMecs, TBH KaTO NePHOABT HA
RLACTAHOBARAHE MOXKe A2 ObJ¢ YABIDKEH (BXK. Touka 4.4).

IIpedcvpono Muicoene |

[Tpy npoBeieHO 3-TONHINHC PAHAOMH3NPARO, NIBOMHO-CNIENO KOHTPONHPAHO MPOYHUBAHE 3a OLCHKA Ha
edHKAcHOCTTa H 6e30MacHOCTTa Ha 1032 OT 5 Mg 30JIe1POHOBRA KMCETHHA, NPUIOKEHS BeHEX I'OJHIIHO
cpAMo Ianedo 3a JieueHHe Ha 0CTEONopo3a Clie MEHOMay3a (OCM), BCHYKH CITySiaH Ha NPEACEPAHO
MBICIeHE ¢a 2,5% (96 oT 3 862) NpH NAIMEHTH, Ha KOHTO € TpHIIOKeHa K034 OT 5 mg 30EAPOHOBA
kucenuua, o choreerto 1,9% (75 or 3 852) npu nagueHTH, HOAYHABAIH rtanedo. IpoueHTsT HA
CEPHO3HKTE CIIyHaH Ha MPEACHPAHO MBANCHE Ca 1,3% (51 ot 3 862) npu mauueHTH, Ha KOKTO €
PHJIOKEHA 1038 OT 5 mg 30/1€APOHOBA KHCETAHE, H ChOTBETHO 0,6% (22 or 3 852) npH NALUCHTH,
nonyyasam wiauebo. JucOanancsT, KOHTO € gabNioAaBaH TIpH TOBA NIPOY4BaHe, He ce HadmonaBa MpH
APYTH IPOYYBAHKA, IPOBEAEHHU ChC 30/ICAPOHOBA KHCCIHHA, BKITIOUHTETHO TAKHBA ¢ 1034 4 mg
30CAPOHOBA KHCEANWHA, NTPUNATaHH Ha BCEKH 3.4 ceZIMHLLM FIDH NALACHTH C ORKONOTHYHH 3a00NSBaHAA.
MexanusMbT Ba NelcTBHe, Ha KOHTO ce ABIDKM TOBHIICHHAT GPOit Ha Cly<auTe Ha NPEICEPAHO MEXKACHE

[IpH TOBA MPOBEEHO SAHHHYHO MIPOYHBAHE, HE & HIBECTCH.

Ocmpa dhaza Ha pearyus

Tasy HeXENaHa Peaxijis NPEACTaB/iiBa ChbBKYNHOCT OT CHMIITOMH, BKIAIOURANUIH TPECKA, MHAITHA,
raasoGonye, 5onka B KpaiHALUTE, TAACHE, NOBPLILAHE, INGPUA H apTPAArHA. Tesu CHMITTOMH Ce
IPOABABAT 0 3 MM criel HAQY3MATA Ha 307I€/IPOHOBA KHCCIHHA, ¥ Tasd peakuns oOMKHOBEHO C€ HapH4a
rprnononobua“ uau ,,CHMOTOM CJIE/ NPANAraHe Ha Hosara’™.

Amunuuny ppaxmypu 5a gemMopaniama Kocm

[Tpes nmeproAa Crel ycKkaHe B Mpoaaxba HMa CHOBILICHHS 33 CAEIHUTE HeXESNaRH peakiliH (¢ pAaKa
YeCcTOoTa):
ATHnHunE cybTpoxanTeprn u quabnsuu ppakrypu Ha PeMopantaTa kocT (He)kenaHa JIeKapcTBeHA

peakius Npy Knac 6udocdonarn).

4.9 Ilpenoimpane

K/ITHHMYHUAT OIAT PH.OCTPO MPESIO3UPaHEe ChC 30JIEAPOHOBA KHCCTHHA € orparuyeH. Hma cro0menue 3a
HEBOJIHO NIpHJaraHe Ha A03H A0 48 mg 301¢APOHOBA KHCCIHHA. TTainHeHTH, Ha KOETO € OnNa NpuiIokKeHa
71034, IPEBHILABAINA TIPETIOPHYHTENHATA (BK. TOYKA 4.2), Tpabpa na ObaaT BHIMATENHO npocneaABaHH,
Thil KATO MOXE Ja ce HabmoaBa 66peuHo yBpexkIaHe (BKIIOIHTCAHO GrOpeUuHa HEROCTATHYHOCT) U
OTKIOHCHYA B HUBATA Ha CEPYMHHTE eJIEKTPONHTH (BKIIOUHTENHO KAJIIKH, docop, Marnesnii). B cayyai
Ha XHNOKANHEeMus TpaOBa Aa ¢ IPUI0KH 1pe3 HH(Y3HA KaJIHEB ITHOKOHAT.

5  OAPMAKOJIOTHYMHH CBOHCTBA

5.1 dapMmaxkogHHAMHYIHHE CBOHCTBA

dapMakoTepanesTHuHa rpyna: JlekapcTea, NOBIMABALIM KOCTHATA CTPYKTYPA ¥ MUHEpAnHIay
cudocdonarn, ATC xox: MOSBADS




-

30JIeApOHOBATa KHCETHHA IIPHHAUICKH KbM KJlaca Ha 6udocdoHaTHTE K ACHCTBA NPEUMHO Ha KOCTHTE.
Ts HHXHGHpPa OCTEOKIACTHATA KOCTHA pe30pOLHA.

Ws6upateaHoro feficTere Ha GudocoHaTHTE BEPXY KOCTTa C& ABJDiCH HA TEXHIA BACOX apHHHTET KBM
MUHEpanu3upaHaTa KoCT, HO TOUHHAT MCXaHH3bM Ha neficTBHE, BOACH A0 HHXHOHpaHe HA
OCTEOKNACTHATA AKTURHOCT, € BCE Olile Heu3AcHeH. [Ipn mpoBeACHH MpOXBLIDKATENHH POYIBAHHA BBEPXY
JKABOTHH € YCTAHOBEHO, Ye 30/IePOHOBaTa KHCC/IMHA nuxuGupa KocTHaTa pesopbud, 6e3 na NoBIHABA
OTPHIATENHO 0fpa3yBaHETO, MEHEPAIM3AIHATA HIH MEXaKHIHUTS cBoilicTBa Ha KOCTHTE. |

OcBeH 4e & MOITIEH HHXHOHTOP Ha KOCTHATA pe30opOius, 30eAPOHOBATA KHCEIHHA PUTENABA CHINO A
HAKOH MPOTHBOTYMOPHH CBOHCTBa, KOMTO 61Xa MOTTIH Za ONPHHECAT 33 o6maTa eHKacHOCT Ha

TepamuaTa Ha METaCTaTHYHH KOCTHH sabonspaaus. CreHuTe CBOMCTBA ca NEMOHCTPHPaHH B

MpesKIHHNYEK NPOyIBAHHSL.

- In vivo: Vinxu6npane Ha OCTEOK/IACTHATA KOCTHA pe30pOus, KOATO IPOMER KOCTHOMO3bYHATA
MHKpOCPeAa, KaTo A NPaBH Mo-c1a00 NO/IaTIHBA Ha TYMOPHHA KICTBHCH pacTex, aHTHAHTHOTEHHA
aKTHBHOCT H ofe3bonsasaio AcHcrane.

- In vitro: Vimxubnpade Ha octeobacTHaTa npombepanys, JUpeKTHa IIHTOCTATIHA 1
MpOANONTHYHA AKTHBHOCT BhPXY TYMOPHHTE KIETKH, CHHCPIH'ICH nuTocTaTHUEH eEKT ¢ APYIH
MPOTHBOPAKOBH JIEKAPCTBEHH CPEACTBA, AHTHATXC3HBHA/AHNTHHHBAIHBHA AKTHBHOCT. ;

KauHudHy I ALV 33 TNEBCHITAA HA CKeNeTHO-CRbD3IAHY CHONTHA NPY NAKEHTH ¢ HAIIDEHAT
craauil Ha 3MOKaYeCTBEHH 3a00ABaHNSA, KOUTO 3aCATaT KOCTHTC.

[T5pBOTO PaHAOMU3HPAHO, HBOXHO-CILINO, n1ane60-KOHTPOIRPaHO NPOYHBAHE CPABHABA 30J1CIPOHOBA
KHceNkHa 4 mg | nianeto 3a MpeBeHINs Ha CKeICTHO-CEBP3aHH cxouTia (CCC) npH nallHeHTH ¢ paK Ha
pocTaTaTa. 30/€APOHOBA KHCSAHHA 4 Mg 3HAUNTENHO [TOHIDKAbA TpONEHTA NalHEHTH, NPH KOHTO
PLIHHKBA IOHE eqHO CKeneTHO-cBup3anc crbutie (CCC), oTnara noseara Ha IrkpeoOTo CKeJIeTHO-
ceBpaato cpbuTHe (CCC) ¢ moBede OT 5 Mecella, NoHIkaea rofuiitaTa 9ecToTa Ha 110ABa Ha CHOMTHA Ha
[IALHEHT - CTeNieH Ha KOCTHA MOPOHAHOCT. AHAIN3 HA MHOXECTBO chOUTHA Noka3pa NOHIWKEHHE C 36%
Ha prcka or passutie Ha CCC npH npunaraHe Ha 301€IPOHOBA KHCENIHA 4 mg B cpaBHeHKE ¢ nnauedo.
TlanuenTHTe, NOMYYABAIIM 30/I6APOHOBA KMCEIHHA 4 mg, cuo6IMaBaT 3a 10-MAJIKO 3aCHIBaHe Ha OoJKaTa
CIIPAMO TE3H, JONyHaBaliy mnanedo, Karo pasankara 10CTHr CTATHCTHYECKA 3HAUMMOCT Tpe3 3-u4, 9-14,
215t 1 24-us Mecell. [To-MaKa YacT OT MALHEHTHTE, MOIy4aBall[H 30/ICAPOHOBA KHCEIIHHA 4 mgca
AMaiy natojoruunH dpakrypu. TepanesTHUHHTE epeKTH Ca no-cnaGo M3pa3cHd NpH NALHCHTH C
61acTHH Ne3ny. PesyaraTure 3a €¢PHKACHOCTTA Ca NPEACTABCHH B Tabmuna 2.

BTOPOTO HPOYUBAHE, BIUIOYBAIIO HAUMEHTH ChC COMMIRA TYMOPH, Pas/MiHA OT pax Ha MIICHHATA JXJIe3a
M TIPOCTATATA, IOKa3Ba, Y€ 30JICAPOHOBA KHCENHHA 4 mg 3HAYHTENHO NOHIDKABA MIPOLCHTa HA naMecHTH
c¢be CCC, orriara nossata Ha mspeoTo CCC ¢ nopeve o 2 Mecelia i MOHIDKABA CTEIICHTa Ha KOCTHA
MOpGHAHOCT. AHAJIM3 HA MHOKECTBO CHOMTHA NOKA3BA IOHHKECHHE C 37% Ha packa ot pasputre Ha CCC
[IpH MpHMarase Ha 30/1eAPOHOBA KUceNuHa 4 mg B CPaBHEHNE C nnaue6o. Pesynrarure 3a epuKacHOCTTA
ca npejcrapeny B Tabauna 3.

Ta6nauna 2: PesynraTu 32 eduxacHOCT (NALHEHTH C PaK Ha NPOCTATaTa, NoJiy4yaBalH XOPMOHANHa

Tepanis)
— | Besko CCC (+THX) "~ Oparypn® | PalMalMOHHA Tepamms Ha
) B "| 3onmeaponosa [Inane6o | 3oneapoHOBa
KHCEJIHRaA KHCCIIHHA
- dmg | _amg

N 214 208 214




-
—

[TpomeHT 38 9 | 17 25 26 33

MalHEHTH CBC
CCC (%) _ R i i N S
p-CTOHHOCT | 0,028 0,052 0,119

CpemHO BpeMe IO 488 321 | - HI o HA | HJI 640 |
nossa Ha CCC
(aHA) L _ ]

p-crofiHocT | 6009 | 0020 | 0055
0,42 i 0,89

Crened Ha KOCTHA 0,77 ‘ 1,47 0,20 0.45
| MopSnHOCT _ ) 1
- CTOMHOCT _ _ B
HamaneHne  Ha 36 - HI1 HI1T ‘ HIT HI1
PHCKA ot | | | | | - | S
MHOXECTBO | o
cpbuTa** (% - | e I -
P~ CTORHOCT _ 0,002 —l HO I : ¢ S |

il Fe—t——

* BRIOYUTEHO BepTeGpalaK H HeBepTeGpalHy GpakTypH
¥* 33 pepuki CCC, o6 6poH, KakTO H BpEME 10 BCAKO chGHTHE TTO BpeMe Ha NIPOYy4BAHETO

H]II — He e JOCTUTHATO
HII — He ¢ TpHIOKHMO

Ta6nnua 3: Peayrrati 33 ebaKACHOCT (MAIHEHTH C APYTH COTHANH TYMODH, Pa3IH4HH OT paK HA MJIEYHATA

skjie3a HITH Ha MIPOCTaTaTa)
" Besxo CCC (+THX) dpakrypu* Pangaiyonna Tepanus Ha
e - s — — P ——r - e —— JH}G - o ——
| Jonenponosa | Inauebo | 3oneapoHoBa 1'I.11;a:|:[¢3(‘3:::j Jonenpodopa | Ilnanebo
KHCENHHA KHCENKHA KHCENHHA
_ __4mg ' . 4 mg 4 mg | |
N 257 - 250 257 250 - 257 | 250
[TponeHT . 39 48 16 22 29 34
NauHEeHTH CBhC l
cce) | . .,_ L .. |
| p-CTOHMHOCT 0,039 | 0,064 ] 0,173 )
. CpenHo BpeMe 1O 236 135 HI HA 424 | I - 307
nossa Ha CCC I
JHHA ' . .
| p-cTOHHOCT | 0,009 i 0,020 0079
CreneH Ha KOCTHA 1,74 2,71 0,39 0,63 1,24 : 1,89
mopbummocr | | 1l | |
| p-CTOHHOCT _ | 0,012 ~ 0,066 0,099 i
Hamanewwe ma| 307 - HIT HT | HO | HI
pHCKa OT | | | ,
MHOXECTBO
cu6utHs ™™ (%) [ ‘ _ ] R
| p-CTOMHOCT | 0003 _ Hil Y - HII
* ByIII0YUTENHO BepTeGpanny i HeBepTeOpaity QpaKTypH
**% 34 geiuxn CCC, 06 6poH, KakTo H BPEME 110 BCAKO cprONTHE N0 BpeMe Ha NPOYYBAACTY WA np N
HJI — He € JoCTHrHaTo § g % 3
HIT — He e IPHIOKHMO %_ i, 3 \
% EeR, x I
JEIMKA®



B x0z1a Ha TPeTO PaHAOMHU3HPAHO, ABOHHO-CIATIO MPOYHBAHE OT aza 111, nprunokeHHETO Ha 30J€APOROBA
KHCENHHA 4 mg Mny namMaApoHat 90 mg, npuaraii Ha BCCKH 3 1o 4 cenMuIH, C& CPABHABAT IIPH
NALHEHTH ¢ MHOKECTBEH MHENIOM I PaK HA MJISHHATA XJIe3a C NOHE SHA KOCTHA JIe3ns. Peaynrarnare
MOKA3BAT, He 30NeAPOHOBA KHCENUHA 4 mg HMA edMKaCHOCT, CPABHUMA C Ta3) HA MAMHAPOHAT 90 mg npH
npeseruust Ha CCC. AHaTH3 Ha MHOXKECTBO CHOUTHA NIOKa3Ba SHATHTEIIHO NOHHKABaHE HA PUCKa NpH
16% OT namMeHTHTE, MOydaBaliy 30JeAPOHOBA KUCENMHA 4 Mg B CPABHEHHE C TE3H, NOy4aBalld
namugposat 90 mg. PesyrraTate 32 epHKACHOCTTA Ca NPEACTABEHH B Tabauna 4.

Ta6nuna 4: Pesyiraty 3a epHKacHOCT (IALMEHTH ¢ Pak HA MCHHATA JKIC3a H MHOXECTBEH MHEJIOM)

T Besko CCC (+THX) j dpaxrypu* PaauanuoHHA TepallHA HA |
| _ | _ L _ | KOCTTa
30J1eIpOHOBA [Tam JoneapoHOBa [Tam 3onepoROBa ITam
KHCE/HHA 90 mg KHCCJHHA 90 mg KHCEJIHHA 90 mg
- 4 mg . - amg | amg | ]
N : 561 555 561 555 561 33
IpoueHt | 48 52 37 -39 19 24
MalHCHTH Che |
CCC (%) 1 ) _ __ |
| p-CTOMHOCT ) 0,198 B 0,653 L 0,037 I
Cpenso BpeMe J10 376 356 HI 714 HI HI
nogsa Ha CCC
N0.0:1%)) M I 1 N B
| p-CTOHHOCT _ 0,151 _ 0,672 _ 0,026 i
CTeneH Ha KOCTHA 1,04 1,39 0,53 I 0,60 0,47 0,71
MODOHIHOCT o _ - I _ 1 -
| p-cTOMHOCT _ 0,084 _ 1 0,614 l 0,015 |
HamaneHue Ha 16 - HII HII HI1 HI1
pHCKa OT |
MHOMXECTBO
cpbuTua ** (%) - |
_p-CTOMHOCT ] 0,030 I HII i ¢ 1V

* BKIIOYHTENHO BepTeSpaHi ¥ HeBepTeOpaTHi :lJpgmypH |
** 3q pcaukd CCC, 061 OpoH, KakTO H BpEME 110 BCAKO cpONTHE 10 BPEME Ha NIPOYUBAHETO

H]I - He € NOCTHrHATO
. HIT — He e MPHI0KHMO

3oneApoHoBa KHCeIMHa 4 mg € Npoy4eHa ChIlo B ABOIHO-CIAMNO, NAANeH0-KOHTPOIMPaHO NPOYHBaHe NPK
278 naIHeHTH ¢ JOKYMEHTHPAHH KOCTHH METAcTasH OT PaK Ha M HATa KJIe3a. B npoyuBaHETO € OLCHEH
eheKTHT Ha 30/IEAPOHOBA KHCEMHA 4 ME BLPXY CTENCHTA Ha ckeneTHo-cBbp3ann cpoutHd (CCC), Kato
cTeneHTa e n3unciena ot obups 6poii CCC (¢ H3kmoveHHe HA XHMNSPKATIHEMHSA 1 NCKyBatH NpeAHIIHA
(pakTypH), pasAccH Ha oOLIA PHCKOB NEPHOL. [TauueHTHTE ca NOXyYaBaii 30JIApOHOBA KHCEHHA 4
mg WIH [1a1e60 BeAHLX Ha BCEKH YETHPH CAMHIIH B NPOAL/DKEHAS HA C/HA roauna. JTaMeHTHTE Ca
pa3npe/ieNieHH [0 PaBHO B ABE IPYNH — 32 JICYCHHE ChC 30/ICIPOHOBA KucenuHa u mnagedo.

Crenenra Ha CCC (cp6uTns/90B8eK roguuiHo) € 0,628 33 30/1e{pOHOBA KHCEIHHA 1 1,096 3a nnaue6o.
IlexrsT Ha namdentute ¢ none exuo CCC (¢ u3KMoueHAEe Ha xunepkanmuemus) € 29,8% s rpynara,
JIeKYBaHa ChC 30JISIPOHOBA KHCEIHHA, H 49,6% B rpynara ¢ naaue6o (p=0,003). CpeaHoTo BpeMe A0
mosBa Ha mbpBo CCC He e JOCTHrHATO NpH 30JICAPOHOBATA KATEBHA A0 Kpas Ha NPOYUBAHETOIEE
3HAYHTENHO NIO-YALIDKEHO B CpaBHEHHE ¢ Manebo (p=0,007). AHa/TH3 HA MHOXECTBO crORPAL R A

)




nonmxenne ¢ 41% Ha picka ot passutie Ha CCC npu nipunaraie KA 30NS/|POHOBA KHCENHRA 4 mg
(crenen Ha pucka =0,59, p=0,019) B CpaBHCHHE C naanebo. |

T'pynata, NeKyBaHa ChC 30JIPOHOBA KHCeNHHa, TOKa3Ba 3HAUYMTENHO nojobpenne N0 OTHOMICHHE
crenenTa Ha 6onka (M3non3Bana e CKana 3a KpaTKa OLICHKA Ha Gonkara (Brief Pain Inventory, BPI)),
KOETO HACTHIIBA Ipe3 4-Ta ceMHAL H ¢ Hab/moAaBa 1O BCSKO BpEME CIIC] TOBa mpe3 Nepuona Ha
mpoy4BaHETO B cpaBHenHe ¢ mauedo (Purypa 1). Crenenta Ha GoNka pH H3MOJI3BAHE H2 30/16IpOHOBA
KHCEIHHA & TOCTOSHHO MO-HHCKA CIPAMO H3XOJHOTO HHBO K HAMAIABAHETO Ha GonxaTta e MPUAPYKEHO C
TeHACHLHA 34 IOHHKABAHE HA CTCIICHTA HA AHAJITC3H .

®urypa 1. CpeHo OTKIOHEHNE CIIPAMO H3XOAHOTO HHBO B CTCTICHTA no ckanara BP1. CraTRCTHYCCKH
SHAYMMHTE Pa3iAKH ca orbenasany (*p<0,05) npu cpapHABaHE HA ABaTa BHAA Tepanui (30/1¢IpOHOBA
KMCEMHHA CTIPAMO I11aneto)
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IpoABIDKUTENHOCT Ha NPOY4BaHETO (ceqMHLH)

Pe3yiIraTy oT KIMHHYHY NPOYYBAHHA NPH JieucHUe Ha THUX

B xMMHAYHY MPOY4BAHUA TIPH TYMOP-MHIYLHpaHa XANepKalineMus (TUX) e AeMOHCTpHpAHO, 4
neliCTBReTo Ha 30/IeApOHOBATA KHCEIHHA C¢ XAPAKTEpPA3NpA C MOHMKEHHE HA CEpYMHMTE HHBA Ha KaJLHH
H eKCKpenuATa Ha Kanmii B ypaHata. Bes dasa 1, 3a onpeieAsHe HA /03aTa MPH NMAHEHTH C JIEKa N0
yMepeHa TyMOP-HHAYIHMPAHA XHIEPKATIHEeMHA (TUX), a3nurBasyTe eeKTHBHH J03H C2 B HAINA30H
npu6mmsuTenHo ot 1,2 xo 2,5 mg.

3a oeHKa Ha e(heKTHBHOCTTA Ha 30JICAPOROBA KHCENNHA B CPABHEHHE C IIaMHAPOHAT 90 mg npH
namuentr ¢ TUX ca koMGuHUpaHd PE3yATATATE OT ABe MIABHH MHOTOLCHTPOBH KAHHAYHH OTpOYYBARKA C
NpeABAPUTENHO MNIAHKUPaH aHanu3. Hupara Ha kopurdpalni CepyMeH Kaui 1o-0pp30 ¢e HOpManu3upar
npe3 4-Ha NEH NpH PHJIAraHe Ha 30JICAPOHOBA KHCENTHA 8 mg H Ha 7-Hs JeH NpH NpHIaraHe Ha
sonenpoHoBa kucenuna 4 mg u 8 mg. Habmonapatu ca CICAHHTE CTOMHOCTH Ha TepaneBTHYCH OTTOBOD:

Ta6auua 5: Jsan Ha nanpeHTHTE (B CHOTBETHHTE HH), KOHTO CE IOB/THABAT HAMBJIHO pA
npoyusanud npu THX




_

Tlex 4 Hen 7 - ] Hen 10 |
3onenpoHoBa kucenuua 4 mg | 45,3% (p=0,104) 82,6% (p=0,005)* 88,4% (p=0,002)*
(N=86) |
JoneapoHopa kucenuna 8 mg | 55,6% (p=0,021)* 83,3% (p=0,010)* 86,7% (p=0,015)*
=0()

| Tlamnaponat 90 mg (N=99) | 33,3% 63,6% 69.7%

*p-CTOIHOCTH B CPAaBHEHNE ¢ TAMNAPOHAT.

CpeaHOTO BpeMe 3a HopMokanueMus € 4 JHH. CpesHOTO BpeMe 3a pefiarlc ([OBTOPHO MOBHILIGBAHE HA
KOpHTHpaHUTE ¢ anfyMUH HHBA Ha CEPYMCH xammif 2 2,9 mmol/l) e ot 30 no 40 {HYN NpH NANHEHTH,
JIEKYBaHH CHC 30/CAPOHOBA KHCE/IMHA 1 17 JHH NPH TAIHUCHTH, JICKYBaHH C namuapoHar 90 mg (p-
crotinocTH: 0,001 3a 4 mg 1 0,007 3a 8 mg 30/MeApoHOBA KKceHHa). HAMa CTATHCTHIECKH SHAMAMHE
PA3MKK MEXKAY ABETE JO3H 30/1ePOHOBA KHCEIHHA.

B xona Ha KIHHWYHK NPOy4BaHHs 69 MaUHESHTH C peflaic HiIM HETIOBIHAHH OT IbPBOHAYAIHOTO neucHHe
(30neapoHOBa KHucenHa 4 mg, 8 mg HiIH aMHAAPOHAT 90 mg), ca OuAH JEKyBaHH CBC 30/I€POHOBA
kuce/nHHa § mg. CTeneHTa Ha NOBNHsBAHE Ha TE3H MaLUEHTH € OKONIO 52%. T'hH KaTO TE3H nalUeHTH ca
6HJTH EKYBAHH OBTOPHO CaMo ¢ fo3a oT 8 mg, HAMa JaHHH 33 CPaBHEHKE C 1033 OT 4 mg.

B KNAHHYHY IPOYy4BAHHS NPH NALMEHTH C TYMOP-MHAYIMPaHa XHIICPKallHEMHA (THX) ofmmar npodu
ya Ge30NaCHOCT Cpej TPHTS TePANCBTHYHHE rPyny (30N1SAPOHOBA KHCEIMHA 4 mg, 8 mg » namupponar 90
mg) € CXO[EH 10 BHA H CTENEH Ha TEXECT.

[edugmpuyuna nONYIARUR

PesyrraTd OT KAHHUYHY [IPOYYBAHUA MDY JICUCHUE Ha TEKKA dhopMa Ha ocTeorene3a umiepdeKTa npy
eTHATDHYHM MAlMeHTH Ha Bh3pacT oT 1 o 17 roxunu
[pu efHO NPOBEAEHO MEXKAYHAPOUHO, MHOTOLIEHTPOBO, PAHAOMUIHPAHO, OTBOPEHO NpOy4BaHe Che 74 ¥
76 NANMEHTH BHB BcAKA FPyNa, 3 CPasHeH: ehekTHTE Ha HHTPABSHO3HO NPUIOKCHH 301I€pOHOBA
KHCENHHA i TAMHIAPOHAT TNIPH NeAHAaTPHIHK NauuenTH (Ha B3pacT OT 1 mo 17 ropman) ¢ TekKa dopMa Ha
ocreorenesa umnepdexra (un L, I u IV). [TpoAbIKHTENHOCTTa HA IPOYIBAHETO © 12 Mecela, ¢ nepaok
Ha NpeABapUTeIeH CKPHHHHT OT 4 10 9 CEIIMHILIH, IIPE3 KONTO MALMEHTUTE A MPHEMaiTH IToHe 2 CEAMHIH
ompaHATENHO BaTaMul D # kamuuif. CriopeX njlaya Ha KITHHHHHOTO IPOYYBaHe Ha nanuentH or 1 a0 3
rojuny e npunarasa 0,025 mg/kg 30MeIPOHOBA KUCEIHHA (MAKCHMATHA CIHOKpATH? 11034 no 0,35 mg) Ha
BCEKH 3 Mecella, a Ha naipesTH or 3 fo 17 roAHRY € IpHnarana 0,05 mg/kg 30/1eApOHOBA KHCCTHHA
(MaxcHManua efHOKpaTHa jo3a no 0,83 mg) Ha Beeku 3 mecena. CPOKBT Ha Npoy4BaHeTOo € OHIl YABIIKEeH
¢ 1eJT 12 Ce MPOYHH KATO L0 NPOABIKHTENHO JledeHHe ChC 30ICAPOHOBA KHCeiMHa i 6e30mMacHOCTTA Ha
[POAYKTA I10 OTHOLIEHHE Ha GBOpeyHaTa PYHKIHA MpH NPHIAraHE Ha 30/I€APOHORA KHCETHHA BeIHBK
JJIH [Ba THTH rOAHINHO NpH yAbDKaBaHE HA IEPHOAA Ha JIeUSHHE C MOBEYE OT 12 Mecenla IpH Jena,
KOMTO 2 IPeMHHAMH €HOTOAMIIEH KYPC Ha JIEUSHHE WIH ChC 30/ICAPOHOBA KHCEIIHHA, HIH NAMHAPOHAT
10 BpeMe Ha OCHOBHOTO NPOYYBAHE.

[TspeuanaTa Kpalina TOUKA Ha IPOYHBAHETO ¢ POMAHATA (B MPOLEHTH) CIIPAMO H3XOXHOTO HUBO HA
muHeparHata koctHa wrbTHOCT (MKIT) Ha JrymOanHus Aaa Ha rppGHaurms cTHIO cnel 12-Meceuna
tepanus. [Ipornosupanure eQekTH H PE3yJITATHTE OT JICUCHHETO BbPXY MEKIT ca cxoany, HO JU3aHHBT Ha
[IpOY4BAHETO HE TO3BOJIBA 1A C¢ YCTAHOBH Ja/H epUKaCHOCTT2 Ha 30/1¢APOHOBA KHCCIIIRA © no-Hucka. B
TO3M CJiydait HAMa ACHO JAOKA3ATENCTBO 38 ePHUKACHOCTTA IPH dbpaxTypu ainm 6onka. CpoOLEeHH Ca
cIyuan 3a HexenaHd ChGHTHA, KaTo QpaKTypH Ha TBAIHTE KOCTH HA KPAKATa, npubnusarento 24% (Ha
fenpeHaTa kocT) H 14% (Ha noaleApuiaTa) NIPH Npujlarate Ha 30¢/poHOBd KUCEIHHA, cnpaMo 12% #
5% npH NPUIATAHE HA HAMUIPOHAT OpPH NALHEHTH C TEXKA dropma Ha ocTeoreHesa HMIICH TP
HEeAABHCHMO OT THNIA Ha 3a00NABAHETO H IPHIHHATA 32 PPaKTyPHTE, KaTo OOIHAT Opg
hpaKkTyYpH € CXOJEH IPH TIpHIaraHe Ha 307€APOHOBA KHCC/IHHA H naMyApOHaT: 43
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(31/76). ThIKYBaHETO Ha PE3y/ITATHTE OTHOCHO PHCKA OT $PAKTYPH Ce 3aTPYHSBA OT (aKTa, He
dpaKTypHTE ca MHOTO YECTH IPH TIAUMEHTH C TEXKA (POPMA HA OCTEOTCHESA uMnepexTa, Th KaTO ca
YacT OT caMoTO 3abondBaHe.

TrnoseTe HexeNAHH PEAKIHHA, KOKTO ca HaGMmonaBaHy [IPH Ta3H BH3pacToBa rpyna, ca nonoOHH HA
HEXEAHHTE PeaKIH, KOHTO ¢€ NPOABABAT IPH Bb3PACTHA NallHEHTH © HanpegHA] CTajHH Ha
37OKa9ECTBEHH 3a601BaHHs, KOHTO 3aCAraT KOCTHTe (BXK. TouKa 4.8). HexenanuTe peakiuy ca
npezcrapend B TaGnnna 6, noapenern no YecTora. Manonssana ¢ cicadara oracHHKANEA: MHOTO YeCTH

(>1/10); wectn (=1/100 po <1/10); mewect (21/1 000 no <1/100); pexku (=1/10 000 ao <1/1 000); MHOTO
peaxy (<1/10 000); c HeH3BECTHA YECTOTA (OT HAJIMYHHUTE JAHHH HE MOXKe 1la Ob/ic HAaNpaBeHa OLICHKA).

Ta6aana 6;: Hexenann peakuun Habno/aBany NpH NEARATPUTHY MAIHEHTH € TEXKA dopma Ha
ocTeorenesa HMiepdexTa -

il R "

Hapyﬁenm Ha Mpatma cucmema

) _ Hectm: ] X I"nasoboiue - )
Copoeunu napywenin
YecTH: X Taxuxapnus
Pecnupamopnu, zp;dnu 1 MEOUACMUNRATHY HAPYUICHUA
Yecrn: HazodapHHIHT
Cmomawmno-upeeHu Rapyuienun
MHoro uectu: [ azsiene, NOBPLINAKE,
_ YecTu: _ ~___ Kopemna bonka _ -
Hapywienua na MycKyiHo-CKeemBama CUcmema u CHCOUHUMETRAMA MTbKAH | |
Yectn: Bonka B KpallHULMTE, apTPaiTHA, MyCKYyJIHO-
B _ ___ CKeJeTHA bonka ) L
O6uiu uapym;nm # epermu Ha MACMOMO KA RPUIOICERUE
Muoro 9ecTH: TupexcHs, yMoOpa
) YecTH: Ocrpa (asa Ha peaiius, bonka L
H3cneosanun - ) “ | -'
MHOIo YeCTH: XunoKaJIuHeMH
Yecty: XunodochareMus

T HexenauuTte peakHH ¢ 4eCTOTa oA 5% Cca MEIUIHHCKH OUCHEHH H IIOKA3BAT, HC ca 4acT oT nobpe
nosHaras npodun Ha Ge30IacHOCT Ha 30JIEAPOHOBATa KACEIHHA (Bk. ToUKa 4.8)

[Ipy neXHATPHYHH NAIHEHTH C TeXKa QopMa Ha OCTEOTeHE3a umnepdekTa NpuIaraneTo Ha
307I6APOHOBATA KHCENHHA CE CBBP3BA C NO-CHIIHO H3paseH PHCK 32 ocTpa ¢asza Ha peaxiu,
XHIOKANAEMHAS 1 HeoOACHIMA TaxMKap/us B CPABHEHHE C MPHIOKCHACTO Ha NAMMAPOHAT, HO Ta3d
pa3JiMKa HaMAJISBA NPH CIeBalHTe NHPY3HH. |

Esponetickara areHIyis 0O NeKApCTBaTa 0CBOOOXKABA OT 3a/{bJDKEHHETO 32 MpeOCTABAHE HA Pe3y/ITaTHTe
OT NPOYYBAHUATA ¢ ICKAPCTBEH MPOAYKT, ChABAKALL 30/IE[POHOBA KUCCIHHA BLE BCHUKH NOATPYIH HA
NeANATPHIHATA Oy NALMA [IPH JiedeHHe Ha TYMOp-HHYIHpaHa XHITepKaMHeMus ¥ IpH NpPeBeHIHA HA
CKeNeTHO-CBhp3aHH CHONTUA NPH MALHEHTH C HanpeaHal cTamuil Ha 3moKadecTBeHH 3a00nABaHuA,
sacATamllM KOCTHTE (BX. Touka 4.2 3a HHpOpMaLHi OTHOCHO yrorpe6a B IEAMATPHATA).

52 dapMakoKEHETHYHH CBOHCTBA

[ps eIHOKpaTHH ¥ MHOTOKDATHH 5- 1 15-MHHYTHH undysnn Ha 2, 4, 8 1 16 mg 3071eAPOHOS !‘“ qﬁiﬂw Ay '

npH 64 nanHeHTH ¢ KOCTHH METACTA3H Ca NOMyYeHH ClIeTHHTE (bapMakoKHHETHUHHA NAHHH/SIFOHTO S

YCTAHOBEHO, Y€ He 3aBHCAT OT 703aTa. 5 (oS Ry
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Crnex 3amoyuBaHe HA HH(Y3IUATA HA 30/IEAPOHOBA KACEIHHE, NIa3MEHUTE HUBA HA 30J16APOHOBATA
KHCENHHA Ce OKAYBAT ObP30, JOCTHIalKH CBOS MUK B Kpasd Ha HHOY3HOHHNA IEPHOJ, OCICABAHO OT
6bpa cnaz mo < 10% ot nuka cien 4 vaca H < 1% oT muka cjiel 24 9aca, ¢ nocneABall NpoAb/KHTEICH
MEPHOL HA MHOTO HICKH KOHUSHTPALME, HeMpeBHIliaBaliy 0,1% OT MHKOBHTE HHBA NIPENH BTOpa HHQY3IHs
cien 28 gHu. - |

HHTpaBeHO3HO IpH0XKeHaTa 30JIeAPOHOBA KHCENHHA CE eTHMAHHPA MOCPEeACTBOM TpH(a3eH NpoLEC:
6Bp30 ABY(a30BO HANyCKAHE HA CHCTEMHATA IMPKynauud, C NOMYxHBOT to024H18 1,87 4aca,

oceBaHo OT ALAra (hasa Ha eNHMUHHPARE ¢ TEePMUHATISH eTHMHHALHOHEH TIOTYXHBOT 1, 146 1Uaca.

30JIeAPOHOBATA KHCEHHA HE C& aKyMYIHpa B MIasMara CJIe/l MHOrOKpaTHH A103H, NpHJaraHy Ha BCekHd 28
1. S0eApOHOBATA KICENMHEA He ce MeTabonH3upa H ce EKCKpeTHpa HENpOMEHCHA PEs oB0penuTe.

39 + 16% OT NPURCKEHATA 032 ¢ OTKPHEBAT B YpHHATA 24 gaca cJiel puNaraHero, KaTo OCTaHAIOTO
KOJIAYECTBO C& CEbP3Ba OCHOBHO C KOCTHATa ThKaH. T4 c¢ ocBoboxIaBa MHOro O0aBHO OT KOCTHATa ThKaH
H ce Bpbilla 0OPaTHO B CHCTEMHATA [IHPKYIIalH, KaTo c¢ SIHMUHHDA MPE3 6u6peanTe. ToTATHAAT
TefieceH KIMphHC e 5,04 £ 2,5 I/h, He3aBUCHMO OT 103aTa H HE CC oBAMABa OT 11013, BB3pACcTTa, pacara
WK TEJIeCHOTO TeNIo. Y IRUKABAHETO Ha BpeMeTo 3a nHbysus o1 3 10 15 munyTa Bopu po 30%
HaMajgBaHe Ha KOHIEHTpPALUATa Ha 30/Ie]pOHOBA KHCEHHA B Kpad Ha uH(py3HATa, HO HE 0KA3Ba eeKT 1o
oTHOLIEHKE Ha TUTONITA 1107 KPHBATa Ha I1/1a3MEHaTa KOHICHTPALUA CIIPIMO BPEMETO.

BapuabusiHoCTTa Ha (papMaKOKHHETHYHHTE IAPaMETPH HA 30JIC/JPOHOBATA KHCENHHA MEXAY NAHCHTATS
e BUCOKA, KakTo H npy octaHamute 6udocdonary. |

Hama nannd 3a hapMakOKHHETHKATa Ha 30J1e[POHOBATa KHCEITHHA TIPY NALHAEHTH ¢ XHMEpKAIIHEMUA HIH
npH NANMeRTH ¢ YepHOAPOGHA HEIOCTATEHHOCT. 30NIeAPOHOBATA KUCETHHA HE MHXHOKPaA QOBEIIKAA
ewsaM P450 in vitro, He THpTH GnoTparchOpMalis H NPH ONHETH ¢ XABOTHH IO-MAJIKO OT 3% ot
ApHIOKEHATA A03a C€ OTKPUBAT B M3NPAKHEHIMATA, KOSTO NpeAnonara, He gepHOApoOHATa PYHKIHA HE
OKA3Ba BIMANME Ha hapMAKOKHHETHKATA Ha 30JI¢[POHOBATA KUCEIHHA. -

B0peMHMAT KAUPBHC HA 30JIEAPOHOBATA KHCSIMHA KOPEIHpa C KpEeaTHHHHOBHSA KIHPHHEC, O50peuHHA
KIHPBHC NpeacTapsm 75 + 33% or KpeaTHHHHOBHA KIMPBHC, xoliTo e cpeaso 84 + 29 ml/min (B
AWANa3on ot 22 Ao 143 ml/min) npy npoy4eane HA 64 NAlMEHTH C pak. TomynauHOHHHAT aHaI43
oKaspa, ye 3a TMALMEeHT ¢ KPeaTHHAHOB KIMpBHC 20 ml/min (Texxo 6B6peyHo yBpexaaHe) Wid S0 ml/min
(YMEpeHO yBpexaHe), CbOTBETHHAT NpEANoaraeM KIMpbHC Ha 30/IEIPOHOBATA KUCETNHA e Obae
LOTBETHO 37% WK 72% OT TO3H, TIPH NALHEHT C KPeaTHHUHOB KIHPBHC 84 ml/min. OrpaHH9eHH
hapMaKOKMHETHYHH JaHHH Ca HATMIIE TPH MALKCHTH © TEKKA Gp6peuna HeROCTATHUHOCT (KPeaTHHHHOB
KIMpBHC < 30 ml/min), |

30MeApOHOBATA KHCE/IMHA He IIOKa3Ba aUHUTET KbM KNETEIHHTC KOMIIOHCHTH Hd KpBBTa, CBEP3Ba €€ C
nasMeHuTe NpoTennH cnabo (mpubausurento 56%) , KOETO R 3aBHCH OT KOHIEHTpALSTa Ha
30JIeAPOHOBA KUCETHHA.

CrensajHy NonyJjalun
{Teduampuvint nayuenmu

Ot orpaHHuYeHH (hapMakOKHHETHYHH JaHHH MPH AcLA ¢ TEKKA dbopma Ha OCTeOTCHE3a HMNEPGIEKTA CE
npeAnonara, Y¢ HapMakOKHHETHKATA HA 30/IC/POHOBATA KHCETUHA T1PH Hela Ha Bp3pact oT 3 o 17
rOJIMHM € CXORHA ¢ Tasy NIPH Bb3pacTHH NalHeHTH NpH CXOAHA 1033 Ha 6a3a mg/kg. Bpapacrra,
TENECHOTO TETJIO, TIOfA, PACATA ¥ KPEATHHHHOBHAT KIHPBHC HE OKa3BaT BIMAHAC HA CHCTCMHATA

eKCIIO3ULHA Ha 30/I6APOHOBA KNCENHHA.

53 Tipeskamauuuy AAHHA 34 GesonacHocT

OcTpa TOKCHYHOCT




Haii-BHCOKATA HeJIeTANHA €IHOKPaTHa HHTpaBeHO3Ha o3a e 10 mg/kg Tenecno Terno npd MHUIIKH B 0,6
mg/kg npH nIbXose.

CyGXpOHHYHA H XPOHHYHA TOKCHYHOCT | |
3o/1eAPOHOBAT KHCE/HHA Ce TONEPHpa A06peE NPH MOIKOKHO NPHIOKEHHE NPH ILTHXOBE M HHTPABEHO3HO

NpUIOKEHYE IPK Kyuera wa 1o3u 10 0,02 mg/kg na neH B NPOABIDKEHNE HA 4 CeMUIE.
IIprioxennero Ha 0,001 mg/kg/aHeBHO MOAKMKHO NMpH mbxose K 0,005 mg/kg/AHEBHO HHTPABEHO3HO
MpH Ky4eTa 2-3 MhTH OHEBHO B NPOZB/DKEHHE HA 52 CEIMHUIM Ce TOJIEpUpa CHINIO aobpe.

Hati-gecTo cpelijaHaTa HAXOAKA MPH NPOYYBAHUATA C MHOTOKDaTHHA 034 C¢ CHCTOH B 3aBHIICHA
TEPBHYHA CTIOHTHO3a B METa(U3UTE HA ABJIHTE KOCTH MPH PacTALIH KUBOTHH NIPH MOYTH BCHIKH NO3H,
JaHHH, KOHTO OTpa3aBaT aHTHpesopbaTHBHaTa GapMAKONOrHIHA AKTHEHOCT H2 OCHOBHOTO BELICCTBO.

B ABbATOCPOYHH IIPOYUBAHKRS ¢ MHOT'OKPATHH, MapeHTEPaNHO MPUIOKCHH JO3H NPH KHBOTHH, IPAHALHTE
Ha JickapcTBeHa GesonacHocT 110 orHomeHHe Ha 6p0peunara QyHKIUHA €A TECHH, HO KYMYJIATHBHHTE HHBA
6e3 pexenanu peaxuud (NOAELS) npu npoyuBaHus ¢ egHoKpaTHa 2osa (1,6 mg/kg) v npu npoy4Banms
MHOTOKPAaTHH J03H ¢ IPOTBIKHATEIHOCT 10 eauH Mecell (0.06-0.6 mg/kg/nuesno), He moka3paT GBOpeHHH
e(heXTH IPH JO3H, EKBHBANIEHTHH WA NO-BUCOKH OT Hali-BHCOKATA TEPANCBTHYHA 1033 MPH X0Opara.
IIpoABLAKHTENHO MHOMOKPATHO NPHIIOKEHHE B JO3H, BKIIOYBAIIH Hall-BHCOKATA TEPaNeBTHYHA 1032 MPH
X0pa, 30/1e[pOHOBATA KHCENTHHA IIPUYHHABA TOKCHYHH eheKTH B APYTH OPraHH, BIIIOTHTENIHO CTOMAIIHO-
ypeBHMA TPAKT, uepeH Apod, cneska u GenH apoboBe, K B MECTATA HA MIPUIOKCHHE.

PenpolyKIHBHA TOKCHIHOCT |
301e1pOHOBATa KHCEIHHA HMa TEPaTOreHeH edeKT HpH MThXOBE NPH NOAKOKHO NpHJlaraHe Ha 03H 2 0,2

mg/kg. BripekH e He ¢ HabmoAaBaH TepaToreHer edekT Wi GeTOTOKCHYHOCT NpH 3aHIH, yCTRHOBCHA €
TOKCHYHOCT PH Mafixure, ITpy NpOBEACHH TECTOBE NPH [IBXOBE ¢€ Ha0/monaBa AHCTOKHA [IPH Hal-
nuckara nosa (0,01 mg/kg renecHo Terno).

MyTareHHOCT H_KaHLepOreHEH oTeHIHan
JonepoHOBaTa KHCE/IHHA He ¢ TOKa3ana MyTareHHOCT IIPH NPOBEICHATS TCCTOBE M TCCTOBETE 32

KapIMHOTeHHOCT HE NaBAT AOKA34ATENCTEA 34 KaHICPOrCHCH [IOTCHHHAII.

6. PAPMAIEBTUYHH ZAHHU

6.1 Chnucek HA NOMOIIHATE BelllecTBA

. Manuton (E421)
Harpuee nurpar (E331)
Bona 3a vHXeKUHA

6.2 HecnBMEeCTEMOCTH

To3u neKapcTBEH NPOAYKT He TpAOBa Aa CC CMecBa ¢ APYrH JICKapCTBEHH NPOAYKTH, ¢ H3KIOYCHUE Ha
NIOCOYEHHTE B TOUKA 6.6, :

TO3K NEKAPCTBSH NPONYKT He TPAOBa Ja & CMECBa ¢ KaJIUeB Wi APYT HHPYIHOHEH PasTBOP, ChABPKANL

ABYBAJICHTEH KATHOH, KATO NaKTATCH pa3TBop Ha PuHrep, ¥ Tpa0Ba Aa ce npujara KaTo ¢HOKPaTCH
HATPABEHO3EH PA3TBOP B OTAEIHA HH(DY3HOHHA CHCTEMA.

6.3 Cpok Ha roaaocT

3 ropuHH.




JlekapCTBEHUAT NPOAYKT TPAGBA 1A CE WINOIRBA BEJIHATA Che] MLPBOTO oTRapsHe. Maxsnpnere
HEH3MOA3BAHOTO KOJHYECTRO,

6.4 Cneunasnm ycioBHS HR CHXPAHCHHE

To3m nexapcTBeH NPONAYKT HE W3KCKBA CIICHMAIINY YCIOBUA 32 ChXpaHCHUE.
3a yCIOBHATA HA CbXPAHEHHE CIEA Pa3TBAPSHE HA HH(Y3HOHHHA pa3TBOp, BHKTE TOYKA 6.3.

6.5 BuHa u chObLPXKAHHE HA ONAKOBKATA

3oneapoHoBa KucenruHa Canzios 4 mg/5 ml KOHUEHTpaT 33 HHDY3HOHEH pasm:ip Cce Npeasara B ONIaKOBKH,
ceAbpkany 1, 4 vav 10 pnakona. He sBcHUKM BHAOBE ONMAaKOBKH MOTAT 2@ ObAAT nycnm B nponaxGa.

djakon: 5 ml ruiactMacos ¢urakoH, HanpaseH or-GesnpeTen mmnmncdmnoa C’BIIDJIHMGP C-

OpombyTHIOBA ryMeHa 3amyLasKa, HOKPHTa ¢ (IYOpOroNMMeD H anyMUHHEBA OGKATKA ¢ OTCTPAHABAILQ
C¢ NINacTMacoBO Kanauve,

6.6 ChenEaNEM NpeATA’HU MEPKH NPH HIXBLPARAE H pabora

[Ipean npunarane 5,0 ml KOHIEHTPAT OT eNHH (GIAKOH HIIH H3TETICHOTO HEOGXOAUMO KOIMYECTBO OT
KOHIICHTPaTa TpAOBa Aa ce paspeaH AOMBAHHTENHO ck¢ 100 ml HHY3HOHEH Pa3TBOP, KOKUTO He CHABDKAE
kanui (0,9% 00/ pasTeop Ha HaTpHeB XNOpHA HIH 5% 06/T pa3TBOP Ha FNIOK03a).

Honsimnrentna Hadopmanua 3a pabota ¢ue 301eApoHOBa KHCEIHHA Calmoa, BKJIOYHTEIHO YKa3aHMe 3a
NIPHTOTBAHE HA MO~-HHCKH JIO3H, € MOCoYeHa B Touka 4.2,

Ilo Bpeme Ha NPHTOTBAHE Ha pa3TBOpa. TpAGBA Jja ce HAMON3BAT ACEITHYHH TEXHUKH. 34 e.uﬂampa'rﬂa

ynorpela.
Ha ce Hanmonssa caMo CHCTBP pasTBOp, 6e3 YACTHIM HTH IPOMAHA B BETA.

[Ipenopbuba ce Ha MEAHLAHCKAA NI€PCOHAN JJa He H3XBHPJII HEU3NOA3BaHUS 30/IeAPOHOBA KHCEIHHA
Canjos B K&H&HHB&I],HHT&.

Hen3nonsBawuAT NexapcTeeH nponykr HIH OTTAIBYHATE MATCPHATH OT HEro Tpﬂﬁﬁa ha ce mpnm B
ChOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7.  NIPHTEXATEJI HA PAPEILIEHHUETO 3A YIIOTPEBA

Sandoz d.d

Verovskova 57, Ljubljana, Cirosenus

8. HOMEP(A) HA PA3PEINEHVMETO 3A YIIOTPEGA

9, ,I[ATA HA ITBPBO PA3PEIIIABAHE/TIOAHOBABAHE HA PABPEI]IEHHE TO 3A
YIIOTPEBA _




10. JATA HA AKTYAJMZUPAHE HA TEKCTA
06/2012 '




